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NEWS 1 Web F*ge URLs for STN Seminar Schedule - N. America 
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NEWS 3 Feb 06 Engineering Information Encompass Wes have new names 
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NEWS 8 Apr 23 PRE-1967 REFERENCES NOW SEARCHABLE IN CAPLUS AND CA 

NEWS 7 May 07 DGENE Reload 

NEWS 8 Jun20 Published patent applications (A1) are now in USPATFULL 
NEWS 9 JUL 13 New SDI alert frequency now available in Derwent's 

\ DWPI and DPCI 
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FILE "HOME" ENTERED AT 16:29:22 ON 02 JAN 2002 
=> file biosis embase caplus 

COST IN U.S. DOLLARS SINCE FILE TOTAL 

ENTRY SESSION 
FULL ESTIMATED COST 0.15 0.15 

FILE 'BIOSIS' ENTERED AT 16:29:46 ON 02 JAN 2002 
COPYRIGHT <C) 2002 BIOSIS(R) 

FILE 'EMBASE* ENTERED AT 16:29:46 ON 02 JAN 2002 
COPYRIGHT (C) 2002 Elsevier Science B.V. AD rights reserved. 

FILE 'CAPLUS' ENTERED AT 16:29:46 ON 02 JAN 2002 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS* FOR DETAILS. 

COPYRIGHT <C) 2002 AMERICAN CHEMICAL SOCIETY (ACS) 

=> s adeno- associated viruses or AAV 

L1 3153 ADENO- ASSOCIATED VIRUSES OR AAV 

=> s adeno associated viruse? or AAV 

L2 3153 ADENO ASSOCIATED VIRUSE? OR AAV 

=> s adeno associated vims 2 or AAV- 2 

L3 536 ADENO ASSOCIATED VIRUS 2 OR AAV-2 

=> s II or 13 

L4 3233L10RL3 

=> s M and cancer? 

L5 201 L4 AND CANCER? 

=> s 14 and chemo? resistan? 

L6 5 L4 AND CHEMO? RESISTAN? 

=> dup rem 16 

PROCESSING COMPLETED FOR L6 

L7 2 DUP REM L6 (3 DUPLICATES REMOVED) 

=> d bib abs I- 

'L-' IS NOT A VALID FORMAT FOR FILE 'BIOSIS' 


The default display format is BIB. 
ABS AB 

ALL AN, ON, Tl, AU, CS, PI, SO, NTE, DT, FS, LA, SL, 

AB. NCL, CC, BC, IT (CT. ST). CO, NA, GT, ORGN. RN 

BIB • AN, ON, Tl, AU, CS, PI, SO, NTE. DT. FS, LA. SL 

CBIB AN. compressed bMographic information 

DALL ALL, defimited for post-processing 

IABS ABS, with text label 

IALL ALL. indented with text labels 

IBIB BIB. indented with text labels 

IIND IND. indented with text labels 

IND NCL. CC, BC, IT (CT. ST). CO, NA, NP. GT. ORGN. RN 

HIT all fields containing hit search terms 

HITIND IND 

KWIC Hit terms plus 20 words on either side 

OCC number of occurrences of hit terms and fields 

in which they occur 

Kit terms win be highfighted in all available fields except MY and 
PY. 

To display a particular field or fields, enter the display field 
codes. For a Est of display field codes, enter HELP DFIELDS' 
at an arrow prompt {=>), Examples of formats include: 'BIB'; 
'AB'; 'SO, ST. You may specify the format fields in any order, 
and the information win be displayed in the same order as the 
format specification. 

The same formats (except for HIT. HITIND. KWIC, and OCC) may be 
used with the DISPLAY ACC command to display the record for a 
specified Accession Number. 
ENTER DISPLAY FORMAT (BIB):bib 

L7 ANSWER 1 OF 2 BIOSIS COPYRIGHT 2002 BIOSIS DUPLICATE 1 
AN 1999:192567 BIOSIS 
DN PREV1 999001 92567 

Tl Enhanced sensitivity of small cell lung cancer ceP lines to cisptatin and 

etoposide after infection with adeno-associated virus type 2. 
AU Hillgenberg, M.; Schlehofer, J. R.; von Knebel Doeberitz. M.; 

KleirvBauemschmitt, P. (1) 
CS (1 ) Sektion fuer Molekulare Diagnostik und Therapie, Chirurgische 

UniversitaetsWinik, Universitaet Heidelberg, INF 120, 69120, Heidelberg 

Germany 

SO European Journal of Cancer, (Jan.. 1 999) Vol. 35, No. 1 , pp. 1 06-1 10. 

ISSN: 0959-8049. 
DT Article 

LA English' ; 


=> d bib abs 1- 

YOU HAVE REQUESTED DATA FROM 2 ANSWERS - CONTINUE? Y/(N):y 

L7 ANSWER 1 OF 2 BIOSIS COPYRIGHT 2002 BIOSIS DUPLICATE 1 
AN 1999:192567 BIOSIS 
DN PREV1 999001 92567 

Tl Enhanced sensitivity of small ceO lung cancer cell lines to cisplatin and 

etoposide alter infection with adeno-associated virus type 2. 
AU Hillgenberg, M.; Schlehofer. J. R.; von Knebel Doeberitz, M.; 

KleirvBauemschmitt, P. (1) 
CS {1 ) Sektion fuer Molekulare Diagnostik und Therapie, Chirurgische 

Untversitaetskiinik, Universitaet Heidelberg. INF 1 20. 691 20. Heidelberg 

Germany 

SO European Journal of Cancer, (Jan., 1999) Vol. 35, No. 1, pp. 106-1 10. 

ISSN: 0959-8049. 
DT Article 
LA English 

AB In previous studies we have reported the sensitisation of human tumour 
cells to gamma irradiation and chemotherapeutic drugs upon infection with 
the human non-pathogenic adeno-associated virus type 2 ( ***AAV*** - 

*"2*" ) in vitro and in vivo. Treatment of small cell lung cancer 
(SCLC) is consistently hampered by relapses due to the selection of 

***chemotherapy*** • "resistant*** cell clones. Hence, we were 
interested to test whether selection of "chemotherapy*** - 

"resistant*** SCLC cells might be reduced or even prevented if 
chemotherapy is applied in combination with ***AAV*** - ***2" 
infection. In vitro proliferation assays indicated that the number of 
proliferating cells, after combined treatment with cisplatin and 
etoposide, can be significantly reduced by concomitant ***AAV*** - 

— 2*** infection, as compared with treated but non-infected controls. 
H446 SCLC cePs, which show resistance to etoposide/cisplatin chemotherapy 
(compared with a cell Bne which was never chemotherapeutically treated 
before, like NCI-H209) were significantly more sensitive after "AAV" 
- ~2*** infection, suggesting that the therapeutic efficacy of 
chemotherapy in SCLC can be enhanced even if the cells are already 
relatively resistant to chemotherapy. Similarly, in vivo growth of tumours 
induced by inoculation of SCLC cells into immunocompromised nude mice was 
reduced more efficiently in ***AAV*** - **~2*~* -infected animals 
compared with tumours in mice treated with chemotherapeutic drugs alone. 
These data extend and further support our previous reports on "AAV" 
functions which might be useful in improving the efficacy of 
chemotherapeutic drugs used in human cancer treatment. 

L7 ANSWER 2 OF 2 BIOSIS COPYRIGHT 2002 BIOSIS DUPLICATE 2 
AN 1997:87547 BIOSIS 
DN PR EV1 99799379260 

Tl Gene therapy for haematopoietic and lymphoid disorders. 
AU Kohn, D. B. 

CS Div. Res, Immunol. Bone Marrow Transplantation, Child. Hosp. Los Angeles, 
Mailstop 62, 4650 Sunset Boulevard, Los Angeles, CA 90027 USA 

SO Clinical and Experimental Immunology. (1997) Vol. 107. No. SUPPL. 1, pp. 
54-57. 

ISSN: 0009-9104. 
DT Article 
LA English 

AB Gene transfer into haematopoietic stem ceDs (HSC) has been investigated 
for treatment of genetic disorders, conferral of "chemotherapy*** 
"resistance" and insertion of genes to inhibit HIV-1 repfication. 


Methods have been available for almost a decade to transduce murine HSC 
using Wgh-titre retroviral vectors and stimulation of HSC proSferation 
with cytokines such as IL-3 and IL-6. Unfortunately, attempts to replicate 
the high efficiency of gene transfer using canine or simian gene 
transfei/bone marrow transplantation models have consistently shown that 
only a small fraction (0. 1-1%) of reconstituting HSC are transduced using 
protocols similar to those which are successful in murine models. Initial 
cinical trials using retroviral-mediated gene transfer into human HSC 
also produced minimal transduction frequencies. The dichotomous results 
may reflect differences in the ceD cycle kinetics of murine HSC versus 
those of larger mammals or the density of receptors for the retroviral 
vectors on the cells. Attempts to increase the fraction of HSC which are 
in active ceD cycle, a prerequisite for retrovirai-mediated transduction, 
have used either combinations of recombinant cytokines, culture on marrow 
stromal layers, or alternative sources tar HSC; such as mobiDzed 
peripheral blood stem ceDs or umbilical cord blood. Other efforts have 
used retroviral vectors packaged with either the Gibbon Ape Leukemia virus 
envelope or the Vesicular Stomatitis Virus G protein. To date, none of 
these methods has produced a significantly increased frequency of 
king-term reconstituting HSC. Results using adeno-associated virus ( 
""AAV*** }-based vectors for HSC transduction have been conflicting, 
with the stable persistence of non-integrated virus particles making 
interpretation of results difficult using in vitro assays. Therefore, 
clinical trials may best be directed toward disorders that may benefit 
from a smaD fraction of genetically corrected HSC. These would include 
disorders where progeny of corrected HSC would be expected to have a 
selective survival advantage (e.g. SCIO, WAS, HIV,? chemoresistance) or 
where a small fraction of corrected cells can have a direct clinical 
benefit (e.g. CGD. MPS). Further basic research into HSC biology and gene 
delivery vectors must continue for wider application, such as 
haemoglobtnopatnies and some lysosomal storage diseases. 


=> FIL STNGUIOE 

COST IN U.S. DOLLARS SINCE FILE TOTAL 

ENTRY SESSION 
FULL ESTIMATED COST 41 .57 41 .72 

FILE •STNGUIDE* ENTERED AT 16:36:04 ON 02 JAN 2002 

USE IS SUBJECT TO THE TERMS OF YOUR CUSTOMER AGREEMENT 

COPYRIGHT (C) 2002 AMERICAN CHEMICAL SOCIETY, JAPAN SCIENCE 

AND TECHNOLOGY CORPORATION, AND FACHINFORMATIONSZENTRUM KARLSRUHE 

FILE CONTAINS CURRENT INFORMATION. 
LAST RELOADED: Dec 14, 2X1 (20011214/UP). 

=> FIL EM BASE BIOSIS CAPLUS 

COST IN U.S. DOLLARS SINCE FILE TOTAL 

ENTRY SESSION 
FULL ESTIMATED COST 0.00 41.72 

FILE 'EM BASE ENTERED AT 16:38:10 ON 02 JAN 2002 
COPYRIGHT (C) 2002 Elsevier Science B.V. All rights reserved. 

FILE 'BIOSIS* ENTERED AT 18:38:10 ON 02 JAN 2002 
COPYRIGHT (C) 2002 BIOSIS(R) 

FILE -CAPLUS* ENTERED AT 18:38:10 ON 02 JAN 2002 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE HELP USAGETERMS" FOR DETAILS. 

COPYRIGHT (C) 2002 AMERICAN CHEMICAL SOCIETY (ACS) 

=> d his 

(RLE 'HOME' ENTERED AT 16:29:22 ON 02 JAN 2002) 

RLE 'BtOSIS, EM BASE, CAPLUS" ENTERED AT 16:29:48 ON 02 JAN 2002 

L1 3153 S ADENO-ASSOCIATED VIRUSES OR AAV 

L2 3153 S ADENO ASSOCIATED VIRUSE? OR AAV 

L3 538 S ADENO ASSOCIATED VIRUS 2 OR AAV-2 

L4 3233 S L1 OR L3 

L5 201 S L4 AND CANCER? 
L6 5 S L4 AND CHEMO? RESISTAN? 
L7 2 DUP REM L6 (3 DUPLICATES REMOVED) 

RLE 'STNGUIDE* ENTERED AT 1 6:38.04 ON 02 JAN 2002 

RLE 'EM8ASE, BIOSIS. CAPLUS ENTERED AT 16:38:10 ON 02 JAN 2002 

=> s W and (colon cancer or pancreatic carcinoma or brain tumor or smaD ceD lung cancer) 
L8 18 L4 AND (COLON CANCER OR PANCREATIC CARCINOMA OR BRAIN TUMOR OR 
SMALL CaL LUNG CANCER) 

=> s 14 and radiotherapy and resistance 

L9 0 L4 AND RADIOTHERAPY AND RESISTANCE 

=> s 14 and resistance 

L10 170 L4 AND RESISTANCE 

=> s I10 and (ehemo or radiot?) 

L1 1 1 L10 AND (CHEMO OR RADIOT?) 

=> s 110 and radiation 

L12 5 L10 AND RADIATION 

=>sl11orl12 

L13 8L110RL12 

=>dupreml13 

PROCESSING COMPLETED FOR L13 

L14 4 DUP REM L13 (2 DUPLICATES REMOVED) 

=> d bib abs 1- 

YOU HAVE REQUESTED DATA FROM 4 ANSWERS - CONTINUE? Y/(N):y 

L14 ANSWER 1 OF 4 EMBASE COPYRIGHT 2002 ELSEVIER SCI. B.V.DUPLICATE 1 
AN 2001287672 EMBASE 

71 A hypoxja-regulated adeno-associated virus vector for cancer-specific gene 
therapy. 

AU Ruan H.; Su H.; Hu L.; Lamborn K.R.; Kan Y.W.; Oeen D.F. 
CS Dr. D.F. Deen, Brain Tumor Research Center, University of California, San 
Francisco, CA 94143-0520, Untied States, ddeen@itsa.ucsf.edu 


SO Neoplasia, (2001) 30(255-283). 
Refs: 35 

ISSN: 1522-8002 CODEN: NEOPFL 
CY United States 
DT Journal; Article 
FS 016 Cancer 

022 Human Genetics 
LA English 
SL English 

AB The presence of hypoxic celts in human brain tumors i s an important factor 
leading to ""resistance*" to ""radiation*" therapy. However, 
this physiological difference between normal tissues and tumors also 
provides the potential for designing cancer-specific gene therapy. We 
compared the increase of gene expression under anoxia (<0.01% oxygen) 
produced by 3, 6, and 9 copies of hypoxia-responsive elements (HRE) from 
the erythropoietin gene (Epo), which are activated through the 
transcriptional complex hypoxia-inducible factor 1 (HlF-1 ). Under anoxic 
conditions, nine copies of HRE (9XHRE) yielded 27- to 37-fold of increased 
gene expression in U-251 MG and U-87 MG human brain tumor ceD lines. 
Under the less hypoxic conditions of 0.3% and 1% oxygen, gene activation 
by 9XHRE increased expression 1 1- to 18-fold in these ceD lines. To 
generate a recombinant adeno-associated virus (rAAV) in which the 
transgene can be regulated by hypoxia, we inserted the DNA fragment 
containing 9XHRE and the LacZ reporter gene into an ""AAV" vector. 
Under anoxic conditions, this vector produced 79- to 1 10-fold increase in 
gene expression. We believe this hypoxia-regulated rAAV vector win 
provide a useful delivery vehicle for cancer-specific gene therapy. 

L14 ANSWER 2 OF 4 BIOSIS COPYRIGHT 2002 BIOSIS 
AN 2000:264836 BIOSIS 
DN PREV200000264836 

Tl Enhanced sensitivity of pancreatic tumour ceDs to 5-FU-chemotherapy 

mediated by adeno-associated virus type 2 ( ***AAV"* - *"2"* ) 

infection in vitro and in vivo. 
AU Eisold, Sven Christian (1); Ridder, Ruediger; Ryschisch, Eduard; Schmidt. 

Jan; Meyer, Geeske C; Klar, Ernst; Herfarth, Christian; von 

Knebet-Doeberitz, Magnus 
CS (1 ) Dept Surg, Univ of Heidelberg, Heidelberg Germany 
SO Gastroenterology, (April, 2000) Vol. 118, No. 4 Suppl. 2 Part 1 , pp. AGA 

A531. print.. 

Meeting Info.: 101st Annual Meeting of the American Gastroenterological 

Association and the Digestive Disease Week. San Diego, California, USA May 

21-24, 2000 American Gastroenterological Association 

.ISSN: 0016-5085. 
DT Conference 
LA English 
SL English 

L14 ANSWER 3 OF 4 CAPLUS COPYRIGHT 2002 ACS 
AN 1996:642163 CAPLUS 
DN 125:292439 

Tl Improved efficacy of chemotherapy by parvovirus-mediated sensitization of 

human tumor ceOs . 
AU Kleirt-Bauemschmitt, P.; Von Kn'ebel Doeberitz. M.; Ehrbar. M.; Geletneky. 

K.; Kleinschmidt, J.; Schlehofer, J. R. 
CS German Cancer Research Center, Applied Tumour Virology, Heidelberg, 691 20, 

Germany 

SO Eur. J. Cancer, Part A (1998), 32A(10), 1774-1780 

CODEN: EJCTEA 
DT Journal 
LA English 

AB Increasing ***resi stance*" of tumor cells towards the cytotoxic 
action of chemotherapeutic drugs Is a major limitation in the treatment of 
cancer patients. The non-pathogenic human adeno-assocd. viruses ( 

*"AAV*" ) have been reported to sensitize HeLa cervical cancer cells to 
gamma irradn. In viva and in vitro. To test whether these parvoviruses 
might render other human tumor cells more sensitive towards 
chemotherapeutic drugs, we analyzed the effects of "*AAV"* type 2 ( 

*"AAV" - *— 2*" ) infection on established cancer ceD Enes and 
freshly expfanted tumor biopsies treated with chemotherapeutic agents 
(e.g. cisplatin). *"AAV" - ***2*** infection significantly 
increased the cytotoxic activity of chemotherapeutic drugs compared with 
uninfected controls. *"AAV" - "*2*" infection without 
concomitant chemotherapeutic treatment had no significant effect on 
viabifity of the ceDs. In nude mice, combined application of ***AAV*** 
- "*2"* infection and chemotherapeutic treatment significantly 
increased the therapeutic activity on tumors arising from s.c. injected 
tumor ceDs compared with tumors treated by chemotherapeutics only. These 
results indicate that ***AAV" - *~2*" infection sensitizes human 
cancer ceDs towards the cytotoxic action of chemotherapeutic drugs. 

L14 ANSWER 4 OF 4 EMBASE COPYRIGHT 2002 ELSEVIER SCI. B.V. 
AN 92302498 EMBASE 
DN 1992302498 

Tl Modulation of the cellular phenotype by integrated adeno-associated virus. 
AU Winocour E.; Puzis L; Etkin S.; Koch T.; Danovttch B.; Mendelson E.; 

ShauDan E.; Karby S.; Lavi S. 
CS Dept. of Molecular Geneb'csAtfrology, Weizmann Institute of 

Science, Rehovot, Israel 
SO Virology. (1992) 190/1 (316-329). 

ISSN: 0042-6822 CODEN: VIRLAX 
CY United States 
DT Journal; Article 
FS 004 Microbiology 

037 Drug Literature Index 
LA Engfish 
SL English 

AB The adeno-associated virus ( ***AAV" ) rep gene encodes a series of 
overlapping, multifunctional, nonstructural proteins (Rep proteins) which 
regulate the viral Fife cycle and which are also capable of 
trans-regulating nonviral gene expressions (reviewed in Bems, 1990, 
Microbiol. Rev. 54, 31 6-329). To investigate the expression of the 

*"AAV*" rep gene in a cellular chromosomal context, SV40-transformed 
Chinese hamster embryo (OD4) ceDs were infected with an ***AAV*** meo 
hybrid virus and progeny resistant to the antibiotic G418 wens selected 
and ampDfied. Chromosomal integration and RNA transcription of the 

***AAV*** and neo DNA inserts were confirmed by Southern and Northern 
blotting procedures. One of the G418(R) ceD Dnes stably expressed a 
protein which reacted specifically with ***AAV*" anti-Rep antiserum 
in Western immunoblots. The stable integration of *"AAV*" rep DNA, 
which did not interfere with ceD proOferation under normal growth 
conditions, was associated with two changes in cellular phenotype: eight 


of nine lines were markedly more sensitive to UV Eght (254 nm) than were 
L parental 0D4 cells; and seven of the nine lines had lost the capacity 
^promote SV40 origin DNA ampfification in vitro, in contrastto the 
nafertal 004 cells. 0D4 cells transformed to G41B<R) by ***M\T* Aim 
ES^Mucti with a deleted rep flene. or by a neo DNA construct lacking 
DNA, did not display these phenotypic changes. It is suggested 
that stable integration of the "*AAV** rep gene interferes with 
cellular processes connected with DNA repair and gene amplification. 


=> d his 

(FILE "HOME" ENTERED AT 16:29:22 ON 02 JAN 2002) 

RLE 'BtOSIS EM BASE, CAPLUS' ENTERED AT 16:29:46 ON 02 JAN 2002 

L1 3153 S ADENO- ASSOCIATED VIRUSES OR AAV 

L2 3153 S ADENO ASSOCIATED VtRUSE? OR AAV 

[3 536 S ADENO ASSOCIATED VIRUS 2 OR AAV-2 

L4 3233SL10RL3 

L5 201 SL4 AND CANCER? 
L6 5 S L4 AND CHEMO? RESISTAN? 
L7 ' 2 DUP REM L6 (3 DUPLICATES REMOVED) 

RLE "STNGUIDE" ENTERED AT 16:36:04 ON 02 JAN 2002 

pii P -EMBASE BIOSIS CAPLUS' ENTERED AT 16:38:10 ON 02 JAN 2002 

FILE EM ^ B d °^LSn^ANCER OR PANCREATIC CARCINOMA OR BRAIN TUMOR 

L9 0SL4 AND RADIOTHERAPY AND RESISTANCE 

L10 170 SL4 AND RESISTANCE 

L11 1SL10 AND (CHEMO OR RADIOT?) 

L12 5 S L10 AND RADIATION 

L13 6SL110RL12 _ 

U 4 4 DUP REM L13 (2 DUPLICATES REMOVED) 

=>dupreml8 , 

PROCESSING COMPLETED FOR LB 

L15. , 9 DUP REM L8 (7 DUPLICATES REMOVED) 

WU HAVE REQUESTED DATA FROM 9 ANSWERS - CONTINUE? Y/(N):y 

L15 ANSWER 1 OF 9 EMBASE COPYRIGHT 2002 ELSEVIER SCI. B.V.DUPLICATE 1 

AN 2001287672 EMBASE ; 

Tl A hypoxja-regulated adeno-associated virus vector for cancer-specrfic gene 

therapy. ■ _ 

AU • Ruan H.; Su H; Ho L; Lamborn K.R.; Kan Y.W.; Deen D.F. . 
CS Dr DF Deen, Brain Tumor Research Center, University of. California, San 

Francisco, CA 941 43-0520. United States, ddeen@itsa.ucsf.edu 
SO Neoplasia, (2001)3/3(255-263). 

Refs: 35 

ISSN: 1522-8X2 CODEN: NEOPFL 
CY United States 
DT Journal; Article ' 
FS 016 Cancer 

022 Human Genetics ' . 

LA English 

AB Thf presence of hypoxic cells in human brain tumors is an important' factor 
leading to resistance to radiation therapy. However, this physiological 
difference between normal tissues and tumors also provides the potential 
tor designing cancer-specific gene therapy. We compared the increase of 
gene expression under anoxia (<0.01% oxygen) produced by 3, 6 and 9 
copies oi hypoxia-responsive elements (HRE) from the erythropoietin gene 
(Epo), which are activated through the transcriptional complex 
hypoxia-inducible factor 1 (H1F-1 ). Under anoxic conditions, nine copies 
of HRE (9XHRE) yielded 27-'to 37-fold of increased gene expression in 
U-251 MG and U-87 MG human "brain*" "tumor*** cell lines. 
Under the less hypoxic conditions of 0.3% and 1% oxygen gene act.vat.on 
by 9XHRE increased expression 1 1- to 1 8-fold in these cell lines To 
generate a recombinant adeno-associated virus (rAAV) in which the . 
transgene can be regulated by hypoxia, we inserted the Wfi 
containing 9XHRE and the LacZ reporter gene into an AAV*** vector. 
Under anoxic conditions, this vector produced 79- to 110-fold increase in 
gene expression. We believe this hypoxia-regulated rAAV vector will 
provide a useful delivery vehicle for cancer-specific gene therapy. 

115 ANSWER 2 OF 9 CAPLUS COPYRIGHT 2002 ACS 
AN 2000:688256 CAPLUS J 
' tT ProS^jlatory element binding (PREB)'protein, cDNA and genetic 
sequences and therapeutic and diagnostic uses thereof 
IN Bancroft, Carter F.; Fliss. MaWko; Clelland, Cathenne L. 
PA Mount Sinai School of Medicine of New Yortt University, USA 
SO PCT Int. Appl., 87 pp. 

CODEN: PIXXD2 
DT Patent 
LA English 

Latent no. kind date application no. date 

PI WO2CO0056756~~A2 2000092B WO 2000-US7642 20000323 
W- CA JP US 

RW: AT. BE, CH, CY, DE. DK. ES, Fl. FR, GB, GR, IE, IT, LU, MC. NL, 
PT, SE 

PRAI US 1999-125728 P 19990323 . . ;. 

AB The present invention relates to the discovery of a novel transcription 
factor caDed PREB (prolactin regulatory element binding) protein which 
functions in the Wnase-mediated hormonal regulation of prolactin gene 
expression. The invention based on the discovery and charactenzation of 
the rat Preb gene and protein and the identification of a cloned human DNA 
contg. the human PREB gene. The invention provides for an assay for 
distinguishiong between different —brain*** ***tumor*** 
whereby PREB transcript levels are auantified. The presence °f£REB would 
be indicate the presence of astrocytoma ***brain*** ***tumor** 
cells but not neuroepithelioma or glioma ***brain*** "tumor*** 
ceDs Also the present invention provides for methods for the treatment 
of cancers and autoimmune diseases through the inhibition of prolactin 
gene expression. ' 

L15 ANSWER 3 OF 9 EMBASE COPYRIGHT 2002 ELSEVIER SCI. B.V.DUPLICATE 2 
AN 2000117450 EMBASE 

Tl Current status of viral gene therapy for brain tumours. 


■ CS N Gupta Univ. Chicago Children's Hospital. 5841 South Maryland Ave., 
CNeago. IL 60637, United States. ngupta@peds.bsd.uchieagaedu 

SO Expert Opinion on Investigational Drugs, (2000) 9/4 (713-726). 
Refs: 94 

ISSN: 1354-3784 CODEN: EOIDER 
CY United Kingdom 
DT Journal; General Review 
FS 008 Neurology and Neurosurgery 

016 Cancer 

022 Human Genetics 
LA English 

AB MaBgnant glial rumours represent the majority of primary brain rumours. 
Despite the use of many adjunctive treatment strategies in addition to 
surgery, the prospect of cure or even long-term survival is poor In the 
last decade, there has been an explosion of interest in the development of 
delivery systems that wiD aPow the expression of exogenous genes in the 

. CNS. For the most part, these systems are based upon modified viruses. To 
date the greatest experience has been with retroviruses, herpessimptex 
virus 1 (HSV), adenovirus and adeno-associated virus < )■ Th,s 

review will outline the biology of these viral vectors, modifications 
permitting in vivo administration and their respective advantages and 
disadvantages for the treatment of malignant brain rumours. The present 
obstacles to gene therapy strategies wiB also be described. To date no 
convincing clinical trial has emerged that provides objective proof of the 
superiority of gene therapy strategies as compared to conventional 

treatment. 
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AB Aut fl ologdus peripheral blood progenitor cell (PBPC) grafts can be 
contaminated with tumour celts that potentially give rise to relapse 
following myeloablative therapy and PBPG transplantation. Adeno-associated 
virus ( ***AAV*** )-based vectors produced by a new adenovirus-free 
technique are a gene delivery system which may be applicable for tumour 
cell purging. To test for the host range of these vectors, solid tumours 
of cfnical relevance and normal GD34+ PBPG were selected as target , seBs 
for an ***AAV*** -vector, encoding the green-fluorescent protein (GrP) 
as the indicator gene. At a multiplicity of infection (MOI) of 100:79 94% 
+- 14 36% (mean SEM) of the connective tissue sarcoma cell line 
(HS-1) and 64 84% .+-. 6.91% of the cervical carcinoma cell line cells 
HeLa-RG) expressed GFP while the other ceP lines tested (1 ovanan 
tumour, 1 germ cell tumour, 1 osteosarcoma, 2 ***smaD*** celT" 
•njng*" -cancer*** ) ranged between 2.82% and 1 1 .94%. Optimising 
the transduction protocol by use of higher MOIs of up to 500 and by 
■ pretreatment with the tyrosine kinase inhibitor, genistan, resulted in up 
to 95 97% and 94.10% green-fluorescent HS-1 and HeLa-RG cells, 
respectively. In contrast, only 1.39% .<-. 0.51% of the 'normal 
haematopoietic GD34+ progenitor ceOs expressed GFP at a MOI of 100. The 
differential infectivity between HS-1 and GD34+ ceOs was maintained after 
tumour cell spiking in leucapheresis products. Our observations suggest 
that ***AAV*** -based vectors may prove useful for purging of 
autologous PBPG grafts from sofid tumour cells. 
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AB AiStaw with 202 refs., Many properties of HSV-1 are esp. suitable for 
' using this virus as a vector to treat diseases affecting the central 

nervous system (CNS), such as Parkinson's disease or malignant gliomas. 
These advantageous properties include natural neurotropism, high 
transduction efficiency, large transgene capacity, and the ability of 
' entering a latent state in neurons. Selective oncolysis in combination 
with modulation of the immune response mediated by replication-conditional 
HSV-1 vectors appears to be a highly promising approach in the battle 
against malignant glioma. Helper virus-free HSV/ ***AAV* hybnd 
amplicon vectors have great promise in mediating long-term gene expression 


in the PNS and CNS for the treatment of various neurodegenerative 
disorders or chronic pain. Current research focuses on the design of 
HSV-1-derived vectors which are targeted to certain cell types and support 
transcriptionally regulable transgene expression. Here, we review the 

on HSV-1-based vector systems and their applications 
in exptl. and cfin. gene therapy protocols. 
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AB fn pSous studies we have reported the sensibsation of hurnan tumour 
cells to gamma irradiation and chemotherapeutic drugs upon^ecbon with 
the human non-pathogenic adenc-associated virus type 2 MV~ - 
— 2— ) in vitro and in wo. Treatment of —small— cell— 
***)ung*** "cancer*** (SCLC) is consistently hampered by relapses 
due to the selection of chemotherapy-resistant cell clones. Hence we were 
interested to test whether selection of chemotherapy-resistant SCLC cells 
might be reduced or even prevented if chemotherapy is applied in 
combination with ***AAV*** - *™2*** infection. In vitro 
proliferation assays indicated that the number of proliferating eeHs, 

" after combined treatment with cisplatin and etoposide^an be 
'sianificantly reduced by concomitant "*AAV*** - *"2*** infection, 
Compared with treated but non-infected controls. H446 SCLC ce s, which 
show resistance to etoposide/cisplatin chemotherapy (compared ^th a cell 
line which was never chemotherapeutically treated betaejike NC1-H209) 
were significantly more sensitive after ***AAV*** - *"2*** 
infection, suggesting that the therapeutic efficacy of chemotherapy in 
SCLC can be enhanced even if the cells are already relatively resistant to 
chemotherapy. Similarly, in vivo growth of tumors induced by inoculation 
of SCLC cells into immunocompromised nude mice was reduced more 
efficiently in ***AAV** - ***2*™ -infected animals compared with 
tumours in mice treated with chemotherapeutic drugs alonejhese data 
extend and further support our previous reports on AAV" wnctwns 

- which might be useful in improving the efficacy of chemotherapeutic drugs 
used in human cancer treatment. 
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AB DIFFERENT VECTOR SYSTEMS that have been used and/or specifically developed 
for central nervous system (CNS) gene transfer studies are briefly 
■ discussed along with their advantages and disadvantages with respect to 
potential clinical appfication. These include retroviruses, recombinant 
herpes simplex virus, adenoviruses, *"adeno*** - — assoaated— 
"•viruses*** , encapsulation of plasmid deoxyribonucleic acid into 
caHonic liposomes, and neural and oliogodendro glial stem ceDs. 
Particular attention has been paid to relate the modality of a speafic 
CNS gene therapy to the strategy for adequate delivery of genetic matenal 
to the brain for either global or localized CNS neurodegenerative chronic^ 
disorder as weB as for CNS tumors and stroke. Techniques to circumvent 
the Impermeable' blood-brain barrier and how to breach the more versatile 
blood- "*brain*" - —tumor— barrier to deliver the genetic 
material to the target CNS cells are reviewed and include the following: 
1) local stereotactic CNS injection/infusion of viral vectors, 
administration of vector producer ceils, or cett replacement; 2) local 
administration of genetic material into the cerebrospinal fluid 
ventricutocisternal system; 3) osmotic opening of the blood-brain barrier; 
4) local intra-arterial infusion; and 5) administration of blood- 
— brain— - —tumor— barrier permeabilizers. such as a bradykinin 
B2 agonist RMP-7. It is concluded that gene therapy for several brain 
disorders holds great potential, as suggested mainly by in vitro 
experiments and, to some extent, by a limited number of animal 
experiments. However, several drawbacks currently hamper the application 
of gene therapy under the clinical setting. The problems associated with 
gene therapy that still present major obstacles are as follows: 1 ) 
Inefficient transfection of host ceOs by viral vectors; 2) restricted 
delivery of genetic material across vascular barriers of the CNS and brain 
tumors; 3) nonselective expression of the transgene; and 4) in situ CNS 
regulation of the transgene expression in a therapeutically controDed 
manner, as imposed by the course and phenotype of the CNS disease. 
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AB The efficacy of gene therapy for glioma was examined using 

adencWfcted'virust -AAV- H>ased vectors to ddter genes to 
experimental tumors in mice. Stereotactic injection of 2 x 1 05 ^SISP 
human glioma cells into the brains of nude mice produced tumors of 19.06 
+- 1 79 mm2 17 days after injection. Employing a higher titer 
preparation of *"AAV— vector containing the gene for 
bete -galactosidase ( —AAV— -tacZ), dose-dependent transduction of 
U-251SP cells was seen in vitro. When 1.6x1 010 -AAV" -lacZ 
particles were directly injected into tumors in vivo. 30-40% of the cells 
along the needle track expressed .beta.-galactosidase. Transduction of 
U-251SP cells in vitro with an —AAV*** vector containing a 
bicistronic gene encoding both herpes simplex thymidine kinase and human 
interieukin-2 < —AAV— -tk-IRES-lL2) rendered them sensitive to the 
cytoddal effects of ganciclovir (GCV) and IL-2 was produced ma 
dSse-dependent manner. Cocuttures of —AAV— -tk-IRES-IL transduced 
cells and nontransduced cells proved highly sensitive to GCV indicating 
the contribution of the bystander effect. Stereotactic delivery of 6 X 
1010 —AAV— -tk-IRES-IL2 particles into day 7 tumors in nude mice 
followed by administration of GCV for 6 days, resulted in a 35-fold 

• reduction in the volume of tumors compared with controls. Normal brains 

did not suffer from any toxic effect of the administration of AAV 
■ -tk-lRES-IL2 and GCV. These results indicate that high titer AAV™ 
vector treatment may be safe and effective for in vivo gene therapy of 
human brain tumors. 
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AB A method of killing a ceP that is lacking in effective p53 protein 
activity, particularly as compared to wild type, is provided. It is 
characterized in that it comprises delivering to the cefi a single 
stranded DNA including a portion with at least one base, internally 
located with respect to any 3' and 5' ends of the DNA, that is 
unbasepaired with another base in a form that is capable of being 
internalised by the ceD. 


L17 ANSWER 2 OF 14 EM BASE COPYRIGHT 2002 ELSEVIER SCI. B.V.DUPLICATE 1 
AN 2001325528 EMBASE 

Tl Adeno-associatedwrus type 2-mediated transduction of human 

monoeyte-derived dendritic ceOs; Implications for ex vivo immunotherapy. 
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AB oSttlc ceBs (DCs) are pivotal antigen-presenting cells tor ^«"» 

immune responses. A major focus of contemporary vaccme research is the 
' genetic modification of DCs to express antigens or immunomodulatory 
molecules, utilizing a variety of wral and nonviral vectors, to induce 
antigen-specific immune responses that ameliorate disease states as 
diverse as malignancy, infection, autoimmunity, and allergy. The present 
study has evaluated adenc-associated virus ( —AAV" > type 2 as a 
vector for ex vivo gene transfer to human peripheral blood ™n°«;yte 
(MOVderived DCs. —AAV— is a nonpathogenic parvovirus that infects 
a wide variety of human cell lineages in vivo and in vitro, for long-term 
transgene expression without requirements tor ceP prcMera bw- ™> 
presented data demonstrate that recombinant "^^(rAAVO 
efficiently transduce MOs as well as DCs generated by MO culture with 
granulocyte-macrophage colony-stimulating factor plus "**^ n 
vitro. rAAV transgene expression in MO-denved DCscould be enhanced by 
—etoposide*** .previously reported to enhance AAV" gene 
expression. rAAV transduction of freshly purified MO followed by 7 days of 
culture with cytokines to generate DCs. a^d subsequent sortng for 
coexpression of DC markers CDIa and CD40, sh owed robust ^"Sflene 
expression as weD as evidence of nuclear localization of the rAAV genome 
in the DC population. Phenotypic analyses using multiple markers and 
functional assays of one-way allogeneic mixed leukocyte reactions 
indicated that rAAV-transduced MO-derived DCs were as equivalent to 
nontransduced DCs. These results support the utility of rAAV vectors for 
future human DC vaccine studies. 
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associated virus (rAAV): In vitro and in vivo effects of genotowc agents. 
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AB Kound/Aims: Adeno-associated virus ( -AAV"* ) is an attractive 
too) for gene therapy. Here we investigated the in vitro and in «vo 
transduction of hepatocellular carcinoma (HCC) cells by an AAV" 
vector and the efficacy of different strategies to enhance the 
transduction of the tumor. Methods: Transducbon efficiency was > 
by analyzing —AAV— -mediated .beta.- gafactosidase gene (rAAV/lacZ) 
expression. Results: Adenovirus help or pretreatment of HCC cePs w.th 
' gamma.-irradiationorwith the topoisomerase inhibitor etoposde 
- resulted in marked enhancement of eefl transduction in vitro. In 
studies in nude mice with subcutaneous HCC tumors showed that HCC cells 
were not transduced by —AAV— vector alone. However, co-infection 
of the tumor with adenovirus allowed an efficient expression of the 
reporter gene" but only at the sites of vector injection. Previous 
■ gamma.-irradiation of subcutaneous tumors with 1800 rad was able to 
improve transduction of HCC cells (up to 30%) using recombinart 
—AAV— Continuous i.p. infusion of —etoposide in buffalo 
rats harboring HCC tumors in the liver resulted in transduction of normal 
Over tissue and also of very small neoplastic lesions (<2 mm) but no 
transduction was observed in tumors bigger than 2 mm. To analyze this 
phenomenon we determined -etoposide*" concentration in hepatic 
tissue Our results revealed high concentrations of the drug in 
non-tumoral tissue but almost undetectable levels in big tumor nodules. 
Conclusions 1 Our results indicate that while both radiotherapy and 
"•etoposide*** enhance transduction of tumor cells by rAAV in vitro, 
only radiotherapy increases tumor transduction in vivo. Our data suggest 
the existence of a barrier which limits in vivo the diffusion of 
chemotherapeutic agents to weB-estabBshed HCC nodules. 
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AB The invention demonstrates that recombinant ~ AAV- (rMV) vectors 
may be used to deliver for effedrve expression a protein with Factor VIII 
function to treat hemophilia A. The invention provides methods and 
materials for expressing polypeptides with factor VIII actMty compnsing 
administering at least two rAAV vectors encoding different domains of 
human factor Vlll and at least the heavy and light chains. 
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replication proteins. 
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AB AdJniassociated virus ( "*AAV*** ) normally requires co-infection of a 
helper virus to complete its life cycle. However, under conditions of 
cellular stress, such as treatment with carcinogens or ultraviolet (UV) 
fight a permissive intracellular environment is established and 

AAV*" completes its replicative cycle producing low levels of 
progeny virus. ***AAV*" DNA replication is dependent upon vital 
Location proteins, Rep78 and Re P 68. The detailed mechanism by which 
these proteins interact with host cell factors is unknown. We have used a 
cell line (Neo6) that inducibly expresses the "AAV- Rep P[°» e ' ns 
to study their effects on cells that have undergone UV-.nduced DNA damage. 
Induction of Rep protein expression immediately a«er a sub-lethal dose of 
UV irradiation resulted in rapid cell killing. Those cells that die had 
chromatin condensation while cellular membranes remained intact, 
suggesting that concurrent Rep expression and UV dama B« '"J u « s *V 
apoptosisSike response. However, we did not observe any ^^Jg™- 
Thus we believe that the combination of Rep expression and UV irradiation 

' induces cell death that shares some of the charactensbcs of afoptos's 
UV irradiation and Rep expression induced an increase in the level of the 
CDK inhibitor. p21(Cip). and the appearance of modified forms of both 
p21(Op) and Bcl-2. Alteration of normal expression of these 
cytostatiefepoptotic proteins provides insight into the intracellular 
targets of the "*AAV" replication proteins. 
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AB mllrevious studies we have reported the sensitisation of human tumour 
cells to gamma irradiation and chemotherapeutic drugs upon mf«tion wrth 
the human non-pathogenic adeno-associated virus type 2 ( AAV™ - 
***2"* ) in vitro and in vivo. Treatment of smaD ceP lung cancer 
(SCLC) is consistently hampered by relapses due to the selection of 
chemotherapy-resistant ceD clones. Hence, we were interested to test 
SrselSon of chemotherapy-resistant SCLC cells might be reduced or 
even prevented if chemotherapy is applied in combination wth AAV" 
. -*2— infection. In vitro proliferation assays indicated that the 
number of proliferating ceDs, after combined treatment with 
-cisplatin"* and -etoposide-. can be significantly reduced by 
concomitant —AAV™ - ***2— infection, as compared with treated 
but non-infected controls. H446 SCLC cells, which show resistance to 
-etoposide- / — cisplatin- chemotherapy (compared with a ceO 
line which was never chemotherapeutically treated before, like NCI-H209) 
were significantly more sensitive after —AAV— - — 2" 
infection, suggesting that the therapeutic efficacy of chemotherapy in 
SCLC can be enhanced even if the cells are already relatively resistant to 
chemotherapy. Similarly, in vivo growth of tumors induced by moculabon 
of SCLC cePs into immunocompromised nudemice was reduced more 
efficiently in -AAV~ - -2" -infected animals compared with 
tumours in mice treated with chemotherapeutic drugs alone. These data 
extend and further support our previous reports on -AAV- functions 
which might be useful in improving the efficacy of chemotherapeutic drugs 
used in human cancer treatment. 
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Tl Increasing transduction of ceDs by adeno-assoaaled virus vectors by 

using DNA metaboBsm-altering agents 
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AB This invention includes methods for increasing the efficiency of 
transduction of cells, including non-dividing cells, by recombinant 
adenc-assocd. adenovirus { "AAV*- ) vectors. The methods i utilize 
agents that alter certain aspects of DNA metab., more specifically, that 
affect DNA synthesis and/or affect repair, that impact on maMenance °' 
chromosomal integrity, and/or that cause damage to the cellular DNA. 
Agents and vectors can now also be preselected and screened for 
transducing ability and/or transducing agents for their effect on dna 
metab. These agents include tritiated nucleotides such as thymidine, 
gamma irradn., UV irradn., eis-platinum, -etoposide— . hydroxyurea 
and aphidicolin. 
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AB Thfhlman parvovirus adeno-associated virus ( —AAV" ), type 2, has a 

number of features that make it an attractive choice as a vector for gene 
' defivery to the kidney. *~AAV" vectors permit long-term gene 
expression in vivo by integration into the host genome, have potential for 

■ site-specific integration of chromosome 1 9, do not express viral genes or 
generate a cellular immune response, and demonstrate enhancement of gene 
expression by chemotherapeutic agents that are approved for use in vivo. 
These properties confer advantages to -AAV" over other viral and 
nonviral methods for gene transfer. Preliminary experiments in our 
, laboratory suggest that "Mr* is able to transfer genes to both 
renal cells in culture and the kidney in vivo. Thus, AAV" has the 
potential to be an important gene transfer vector for the kidney in vivo. 
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AB Thfability of recombinant adeno-associated virus ( -AAV" ) vectors 
to integrate into the host genome and to transduce nondividmg cells makes 
them attractive as vehicles fa gene delivery. In this study, we assessed 
the ability of several —AAV" vectors to transduce airway cells in 
rabbits by measuring marker gene expression. —AAV— vectors that 
transferred either a .beta.- galactosidase (.beta.-gal) or a human 
placental alkaline phosphatase (AP) gene were delivered to one lobe of the 
rabbit lung by use of a balloon catheter placed under fluoroscopic 
guidance We observed vector-encoded .beta.-gal or AP staining almost 
exclusively in the epithelial and smooth muscle cells in the bronchus at 
the region of batoon placement. The overall efficiency of transduction in 
the baBoon-treated bronchial epithefium was low but reached 20% in some 
areas. The majority of the staining was in ciliated cells but was also 
observed in basal cells and airway smooth muscle ceUs. We observed an 
80-fold decrease in marker-positive epithelial cells during the 60-day 
period after vector infusion, whereas the number of marker-positive smooth 
muscle ceUs stayed constant. Although treatment with the topoisomerase 
inhibitor -etoposide~ dramatically enhanced -AAV" 
transduction in primary airway epithelial cells in culture, treatment of 
rabbits did not improve transduction rates in the airway . Vector 
readministration failed to produce additional transduction events, which 
correlated with the appearance of neutralizing antibodies. These results 
indicate that both readministration and immune modulation wiH be required 
in the use of "*AAV" vectors for gene therapy to the airway 
epithefium. 
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AB wfpraviously found that gene transduction by adenr>assodat« i virus ( 
-AAV" ) vectors in cell culture can be stimulated over 100-fold by 
treatment of the target cells with agents that affect DNA metabolism, such 
as irradiation or topoisomerase inhibitors. Here we show that previous 
gamma.-irradiation increased the transduction rate in mouse liver by up 
to 900-fold, and the topoisomerase inhibitor -etoposide increased 
transduction by about 20-fold. Similar rates of hepatic transduction were 
obtained by direct injection of the liver or by systemic delivery via tail 
vein injection. Hepatocytes were much more efficiently transduced than 
other cells alter systemic delivery, and up to 3% of aD hepatocytes could 
he transduced after one vector injection. The presence of wld-type 
-AAV" .which contaminates many -AAV" vector preparabons, 
was required to observe a full response to .gamrra. -irradiation Injection 
of mice with —AAV" vectors encoding human clotting factor IX alter 
aamma.-irradiation resulted in synthesis of tow levels of human clotting 
factor IX for the 5™>nth period of observation. These studies show the 
potential of targeted gene transduction of the fiver by —AAV 
vectors for treatment of various hematological or metabolic diseases. 
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AB fncfeasing resistance of tumour cells towards the cytotoxic action of 
chemotherapeutic drugs is a major limitation in the treatment of cancer 
patients. The non-pathogenic human -adeno" - associated— 

—Viruses— ( —AAV" ) have been reported to sensibse HeLa 
cervical cancer cells to gamma irradiation in vivo and in vitro. To test 
whether these parvoviruses might render other human tumour cells more 
sensitive towards chemotherapeutic drugs, we analysed the effects of 

—AAV— type 2 ( —AAV" - *"2— ) infection on established 
cancer cell lines and freshly explanted tumour biopsies treated with 
chemotherapeutic agents (e.g. ***cisptatin—). —AAV** - 

—2— infection significantly increased the cytotoxic activity of 
' chemotherapeutic drugs compared with uninfected controls. AAV - 

—2— infection without concomitant chemotherapeutic treatment had no 
significant effect on viability of the cells. In nude mice, combined . • ■ 

application of —AAV" - *"2— infection and chemotherapeutic 
treatment significantly increased the therapeutic activity on tumours 
arising from subcutaneously injected tumour cells comparec I wrth tamoure . 
treated by chemotherapeutics only. These results indicate that AAV 
. ~. 2 *" infection sensitises human cancer cells towards the cytotoxic 
action of chemotherapeutic drugs. 
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AB Methods are provided for increasing the efficiency of transduction of 
cells including non-dividing cells, by recombinant —AAV vectors. 
The methods utilize agents that alter certain aspects of DNA metab more 
specifically, that affcct DNA synthesis and/or affect repair, that impart 
on maintenance of chromosomal integrity, and/or that cause damage to the 
cellular DNA. Agents and vectors can now also be preselected and screened 
for transducing ability and/or transducing agents for their effect on DNA 
metab These agents include tritiated nucleotides such as thymidine, 
gamma irradn., UV irradn., cis-platinum, — etoposide— , hydroxyurea, 
aphidicolin, and camptothecin. 
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AB Viral vectors based on adeno-associated virus ( "*AAV*** ) 
preferentially transduce ceDs in S phase of the ceD cycle. We recently 
found that ON A- damaging agents increased the transduction of nondividing 
cells. However, the optimal concentrations were toxic to cells. Here we 
show that the transduction of normal human fibroblasts by ■"AAV" 
vectors is increased by prior exposure to DNA synthesis inhibitors, such 
as aphidicolin w hydroxyurea, and topoisomerase inhibitors, such as 

—etoposide*** or camptothecin. Transduction efficiencies could be 
increased >300-told in stationary cultures at concentrations that did not 
affect cell viability or proliferative potential. Both S-phase and 
non-S-phase cells were affected, suggesting that cellular functions other 
than repOcative DNA synthesis may be involved. Applying these methods to 
gene transfer protocols should improve prospects for gene therapy by / 

***AAV*** vectors. 
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AB DNA amplification is a frequently observed event in continuous cell lines 
and in tumors . It is likely that a common mechanism underti es the 
amplification of specific DNA sequences which confer drug resistance and 
genes which give a growth advantage to the tumor. To find a correlation 
between the induction of DNA amplification by chemicals and morphological 
ceD transformation we treated Syrian hamster embryo (SHE) cells with 
diverse antineoplastic agents of different classes. Analyis of these 

. agents seems to be important since they are potentially carcinogenic and 
resistance inducing. For the measurement of DNA amplification we 
established a new system using adenc-associated virus type 2 ( ***AAV*** 
infected primary SHE cells as target cells and amplification of viral 
DNA as marker of DNA ampyfication. Simultaneously we determined 
morphological cell transformation in SHE cells. Our findings demonstrate 
that there is only a limited correlation between the induction of 
***AAV*** DNA amplification and the morphological cell transformation in 
SHE ceDs. The newty established system of ***AAV*** DNA amplification 
appears to be a useful tool for the investigation of drug resistance in 
target cells of choice. 
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